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[(WE ] 2588 B2 EE LEBEEMEZ —, BB itz st s Rz EwnEy.
HAL Septin9F K ( methylated Septin9 gene, mSEPTY ) 1& & Ji A S A1 SV RAEPERG & . ARSCE TR B 8 g 2k
mSEPTOMFRIE NGRS o Foik: WA2020454 A —11HFEE B RS il BB B I BHS I i 3 mSEPTY ( PCRIEGIREF
2:) 221128k B 9 0 B DL S ABI TCERRIEAE 2, IR A A CHEXTmSEPT/KF-HATAER & . WCERAH GG IR
TRk, AIGIRARERA TR R SEEAE B E ARG 2558 ) FIME & A FREY) [ FEBUER ( carcinoembryonic antigen,
CEA) . HMiZ&Pilf (carbohydrate antigen, CA) 12-5, CA19-9MICA72-4 ] Ff-RJUE AT AGLE . K10 A28 TARRE
( receiver operating characteristic, ROC ) HHZRFEAT40#7. &5R: mSEPTILE B AIGIT NHET R BHIER }35% (28/80) , il
ZE NI (area under curve, AUC) 50.815 3, REIFEN35%, F5E N100%., B PN ULEER: . 42 SR IR )2 8 1Rl 41 2R
TEAEWR L S5 LR 1 B 0 BB B R T mSEP TP M 24 8 (46.87% vs 12.50%, 45.16% vs 14.29%, 75.00% vs 40.00% ) , =53
B (P<0.05) o G EEERIEE (progressive disease, PD) H#FmSEPTOMHYEZR S THAYTFEH % ( partial
response, PR ) FlfaiE (stable disease, SD) ¥ (68.75% vs 17.74% ) , ZRAEGITHE X (P<0.05) . HEGRIERERT
R HE RN MSEPTY A A Ct2ER A RITEE X (P<0.05) . 458 MIEmSEPTOREFAGINALE B i W it = 48 ks
SRS S E R EY (CEA. CA12-5, CA19-9FICAT72-4) L, ZAinE Wi~ Ef A 45 e, BEPDEE
FBHPERER S . SEPTOMRASFIAHXS A F 45 5 AL UM A S5 9 B4 A BAFIIR YT RO i BA W AR I R B
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[ Abstract ] Background and purpose: Gastric cancer is one of the most common malignant tumors in our country. The diagnosis
and treatment process of gastric cancer lacks of sensitive and specific biomarker. This study aimed to explore the expression of
plasma methylated Septin9 gene (mSEPT9) and its clinical significance in patients with gastric cancer. Methods: From April 2020 to
November 2020, 221 patients with gastric cancer and 34 patients with no evidence of disease who visited Zhongshan Hospital Fudan
University were enrolled. The status of mSEPT9 was detected by polymerase chain reaction (PCR) fluorescence probe method, and
relative mSEPT9 value was determined by the AACt method. Detailed clinical data including pathological characteristics (patients
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characteristics and pathology characteristics) and serum biomarkers [ carcinoembryonic antigen (CEA), carbohydrate antigen
(CA)12-5, CA19-9 and CA72-4 ] were collected and analyzed. Paired ¢ test, 5 test and receiver operating characteristic (ROC) curve
analysis were performed for statistical analysis. Results: The positive rate, sensitivity and specificity of plasma mSEPT9 were 35%,
35% and 100%, respectively in untreated patients with gastric cancer. The positive rate of mSEPT9 was higher in patients with blood
vessel invasion, serosa invasion and lymphatic metastasis, which was 46.87% vs 12.50%, 45.16% vs 14.29%, 75.00% vs 40.00%,
respectively (P<<0.05). The positive rate of mSEPT9 was higher in progressive disease (PD) patients than in partial response (PR)
and stable disease (SD) patients, which were 68.75% and 17.74%, the differences were statistically significant (P<<0.05). mSEPT9
level before PD and at the time of PD showed statistically significance. Conclusion: Plasma mSEPT9 detection demonstrates a more
satisfactory diagnostic performance in gastric cancer than traditional serum biomarkers. The biomarker can provide information

regarding severity with high positive rate among PD patients. The status and level of mSEPT9 were of clinical significance in

evaluating tumor burden and predicting treatment response.
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( Response Evaluation Criteria in Solid Tumors,
RECIST) 1.1/ A 5E 22 f# (complete
response, CR) . #l4rZ&f# ( partial response,
PR) . F&%E (stable disease, SD ) FI¥jHiIkE
( progressive disease, PD) .
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750052 1 525 5E F PCRAXIE F 26 | ThermoFisher
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SEIRFWT . AT, ACTB Ct<32.1,
mSEPTY Ct<<41.0M}HI5E J FH M

M A A CHEXTmSEPTF Ak K S 1746
X, ARWTE

A A CHEIEEA = A CUEIIFEA - A CHR
FEAR

A CHEMABEA = CHEMAEA(ACTB)-C A&l
FEA(MSEPTY)

A CHIEREAR = CHLHEFEA (ACTB)-Ctis i
FEAR(mSEPTY)

WA HERE AR BV AL R BA P B 48 i
133 CEA. CA12-5, CA19-942CA72— 4%

KA R CTE, A LT bR AR 4
Roche Cobas 8014 H sl Hifk 27 & G M i £k
FlE v BEAE. CEASHEIN0~5 ng/mL;
CA12-5Z%{5H 0 ~25 IU/mL; CA19-9%
ZJLE R0 ~34 U/mL; CAT2-4Z %N
0~10 U/mL.
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K HTISPSS Statistics 26.0F1Prism v9.0.0#474¢
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OY BRI AL ] LR F R 5, AN RS W ik
(1) He R M1 32 108 TAERHIE (receiver operating
characteristic, ROC ) £k #7 H] Wr H2 W3k
A, EMCRAEABIE, A5 A R 0 U R
SR, RIS E, P<0.05K2% 54 512

2 g B

21 BHEEAER

ARSI A 22161 B i, mSEPTIRHM:
FHK27.60% (61/221) o HAAT 0B H RLIG
57, mSEPTOPHAMER H35% (28/80) . HigHHE
FEARNGIRAF B IR, FHrhH 13841 (62%)
PR3 H (38% ) , BAAEIR30~84%, 4
624 .

3AGITCHRUESE Z K %, mSEPTOMHYEZR Ry
0% (0/33) , HPHEH18%1, k16, 4E#E
34~83%, TAFEIR63% .
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PEZK35% (28/80) , ML N1 R (area under
curve, AUC) H0.815 3, REF H35%, FrspE
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A
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Tab. 1 Patient characteristics

Characteristic N Percentage/%
Median age (range)/year 62 (30-84)
Gender 221
Male 138 62
Female 83 38
Differentiation status 177
Well 2 1
Moderately 42 24
Poorly 133 75
Lauren classification 186
Intestinal type 61 33
Diffuse type 60 32
Mixed type 65 35
HER2 180
Negative 165 92
Positive 15 8

HER2: Human epidermal growth factor receptor 2.
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®2 M¥ImSEPTY. CEA. CA19-9. CA72-4FICA12-58 3k Bk & i B) B 12 B 38k
Tab.2 Detection performance of mSEPT9 status, CEA, CA19-9, CA72-4 and CA12-5 single and joint in gastric cancer
Item Cut-off value AUC Sensitivity/% Specificity/% SE 95% CI P value
CEA 5 0.5739 25.32 100.00 0.0527 6 0.470 5-0.677 3 0.214 0
CA19-9 34 0.600 1 17.95 97.06 0.0593 4 0.483 8-0.716 3 0.092 9
CA72-4 10 0.562 9 22.78 94.12 0.0559 1 0.453 3-0.672 5 0.290 1
CA12-5 25 0.711 6 16.25 100.00 0.0473 0 0.618 9-0.804 3 0.000 4
mSEPT9 -0.152 1 0.8153 35.00 100.00 0.0414 1 0.734 2-0.896 5 <<0.000 1
Joint 2.852 0.8222 66.25 96.77 0.382 1 0.747 3-0.897 1 <<0.000 1
. 2.4 MEMSEPTOS MATF & Rt
HErJa M BPDRY B F AL, BT )R
80
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Fig. 1 ROC curve for mSEPT9 status, CEA, CA19-9, CA72-4 and

CA12-5 single and joint in gastric cancer
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Tab.3 Correlation between mSEPTY status and clinical pathological characteristics

Item Group mSEPT9 positive mSEPTY negative P value

Blood vessel invasion Yes 15 17 0.025 8
No 2 14

Perineural invasion Yes 13 17 0.3627
No 5 13

Depth of invasion Serosa negative 4 24 0.0123
Serosa positive 14 17

Lymphatic metastasis Yes 15 18 0.014 8
No 5 27
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Tab.4 Association between mSEPTY status and response to

treatment
Item PR+SD PD P value
mSEPT9 positive 11 11
0.000 2
mSEPTY negative 51 5

10

AACt
S

Mean of differences

-10 Before PD

When PD

Before PD When PD

B2 PDRIFIPDREEMFEMSEPTY A ACtHIZE
Fig.2 Change in the AACt of mSEPT9 between the plasma sample

collected before and at PD
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